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Description 

2-Phenyl-a&-ti1azine^ r S(2H r 4h^<llon6$ and their use for controlling ooccidkxsia have been described 
in U.S. Patent No. 8,912,728. The phenyl moiety in the said trfazlnes may, Enter eila, be substituted with a 
s benzoyl-, an o-hydroxy-phenyimeihyl- end a phenyteulfonyl radical, 

Substituted 2^henyWiexahyd«>-1^ r 4-triazine-3 f 5-d'onfis and their use for combatting Protozoa have 
been disclosed in Published Eur. Pat. Application No. 0,154,885, 

The S p S^Ihydrx>-2^phDnyl-1^,4^ezIne-3 t 5(2^4H)-dtone3 f described in the present application, differ 

from the hereinabove-mentioned triazinones, by the specific substitution of the 2-phenyi moiety, resulting 
10 in 5 ? 6^Siydro*1 f 2,4-triazine-3,5(2^4H)^iione3 which are very effective in de&tructing or preventing the 
growth of Protozoa in subjects suffering from euoh Protozoa. 

A number of compounds structurally closely related to the ones the present Invention are disclosed fn 
EP-A-0 170 318, some of such compounds being excluded by provisions fram the definition of the com- 
pounds of formula (U*J) as defined hereafter. 

' Pescripttorvof the preferred embodiments : 

The present invention related to S.Wihydrc^sub^itut^phfin 
having the formula 
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(I). 



the pharmaceuticaJly acceptable acid addition, metal or amine substitution salts, and Gtereochemteally lsc* 
so merle tarns thereof, wherein : 

Ar is thienyt, halo substituted thienyl v naphthalenyl or a radical of formula 



3S 




40 R to hydrogen, C w alkylt eycio C M aikyl, aryl or (aryl)C^ alkyi ; 
R 1 Is cyono or a radical of formula -C^X^Y-ft* ; 
said X being O or S, 

Y being O, S, NR" or a direct bond ; R» being hydrogen, aryl, C w oydoatkyl or C M alkyi optlonafiy substi- 
tuted with aryl, hydroxy, amino, mono* and di(C 1aG alkyl)am!no, pipertdir#l, pymrfkflnyl, 4-morphotinyl, 

4$ plperazinyl, 4-(C 14 alkyl^plperazinyl, 4-(C 14 alkyk:arbofiy1}-piperaztnyt. 4-(C w alkyloxycarbonyl)-piperazl- 
nyt or 4^(eryl) C,* afty1>piperazlnyJ ; and where Y is a direct bond, R° may also be helo ; R" la hydrogen, 
C«alkyl or (aryQ d^alkyt ; or R» end R w taken together with the nitrogen atom bearing said R» and R" 
may form a piperidlm/1, pyndtdinyl, 4-morpho(lnyl f prperszinyl, 4-<C<* alkyOpiperazfnyl, 4-(C 1 - e alkylcaiw 
bonyl>piperazinyl, 4-(^ 4 alky(oxycarbonyl)-prperezlnyl era 4^(aryl) C M atkyQ^iperazutyl radical ; 

so R 1 , R*. R«. R 7 and R» are each independently hydrogen, halo, trffluoromethyt alkyi, hydroxy, Ci* 
alkyioxy, sikylearbonylaxy, mercapto, alHylthio, C 14 alkylsurfonyt, aikyfautfinyJ, (trtf- 
luoromethyi>«u!renyl, cyano, nitro, amino, mono- and dl(Ci« elkyiyamlno, or (Cm dkytcart>onyl)emlno ; 
R* and R« are each Independently hydrogen, aryl, cydo C w elkyi, Cm afcenyl, C w alkynyl, (aryOC** alfceny! 
or C14 alkyi optionally substituted with aryl, hydroxy, amino, mono- and di(d^)amino ( pipertdinyt, pyrroJI- 

*s dinyi, 4-mcrphoiirty!, plperazinyl, 4-(d« alkyO-plperazinyl, 4-(Cm aikytorbonyO-piperaziriyl» 4^C^ alky- 
loxy-carbonyl)-piperaz]nyl or 4-((aryt) C M alkyQ-plperazinyl ; 

and R? may also be fiJkyfcartwnyl, c M aJkyloxycarbonyl, (eiy!)Ct^ky[oxycarbonyt or (aryOcarbonyt ; 
wherein aryl is phenyl, optionally substituted with up two 3 substStuents each Independently selected from 
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the group consisting of halo. Chalky!. Cm alkytoxy, trtfluommathyl. hydroxy, mpto C ^J^^ 

(C "n1^^ the term W Is gene* to fluore. chloro. bremo and todo ; 
5 rne^t to mSZlght and branched saturated hydroc.rbon ^s. C^""* 
such ^ for example, met!?*, ethyl, 1-methytethyl, 1,1^yl^y1,P«PjJ, bu ^jZ ^SnduJe 
C« alkyP embraces cydopropyl, cyclobutyl, cydopentyl and cydch^yt ; ^ ^ ■ *^ * 
afeigttand branch chained hydrocarbon radicals containing ono double bond and having fl™ 2 to 6 carton 
such as, for example, ethenyt, 3-propenyl and Wwtenyl ^ alkynyl la meant to Muds sfrafcht 
to and branch chained hydrocarbon radicate containing one triple bond and having from 2 to 6 carbon atoms 
ouch as, for example, ethynyi, 3-propynyl and 2-butynyi 

Preferred compounds within the Invention are those wherein Ar la halothienyl or a radical formula 
(a) wherein R° and R 7 are, each independently, hydrogen, halo, trffluoromethyl, C„ alkytoxy, hydroxy or 
C« alkyl ; ft* te hydrogen ; R is hydrogen, G,* alkyl, phenyl or halophenyl ; R a and R» are, each indapen- 
1B dentfy, hydrogen, halo, trffiuoromethyl or alkyl ; and R 4 Is hydrogen or C« alkyl. 

Particularly preferred compounds within the invention are those preferred compounds wherein Ar Is a 
radical of formula (a) wherein R a is halo, R 7 and R* are hydrogen, R is hydrogen or aW. R 2 and R» 
independently are halo or hydrogen. 

More particularly preferred compounds within the Invention are those particularly preferred compounds 
29 wherein R« Is 4-chloro, R Is hydrogen, R= is 2-ohloro, R* la 6-chtaro or hydrogen and R* is hydrogen. 

The most preferred compounds within the Invention are 2,Wk^orx>^4KAknophenylH^ f 4,5,64fit- 
rahydro-3,5~dioxo*1 ( 24-tr1azin^1^^}berizaneficeton^ and 2*Woro^4<hlorephenylW3,4 1 5 ( B. 
tetrahydro^Wloxo-1 ,2,4-triari bemeneacetonltrie and the pharmaoeutlcally acceptable add 

addition, metal or amine substitution salts thereof, 
is The compounds of formula (I) may conveniently be prepared by a reduction reaction of the correspond- 
ing 1 A4-Waz&>e^.5-(?^i^"ione of formula (H), or an acid-addition salt, metal or amine substitution salt 
farm thereof, thus preparing a compound of formula 0) wherein R* is hydrogen, said compounds being rep- 
resented by the formula 0-a), and If desired, subsequently reacting the compounds of formula (ta) with a 
reagent RN-W (111), thus preparing compounds of formula (I), wherein R 6 is other than hydrogen, said com- 
- pounds being represented by the formula Q~b). In (III) W represents an appropriate reactive leaving group 
such as, for example, halo, e£„ chloro. bromo or iodo, or a sutfonyioxy group, e.g. methyisutfbnyioxy or 
4<nothy1pheny1-su1fonytoxy and R*« has the previously defined meaning of R B , provided that It ta not hyd- 



rogen* 



35 




gg Hie said reduction reaction is conveniently conducted following arfcknown procedures for converting 
a 1,2^trtazlne«3^2H^4H)-diQne Into a 5,6-dihydro-l ^A-tnazine-d,6(2H f 4H)-dione moiety. A number of 
such procedures are described in for example the Published Eur. Pat Application No, 0,154,885 and the 
references cited therein. 
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Said reduction reaction may for example be conducted by contacting the starting material of formula 
(II) with hydrogen In the presence of an appropriate catalyst such as, for example, Raney-nickej. platewm, 
palladium, plailnum(IV) oxide, and the like. Preferably, aald reduction reaction fe conducted by reacting the 
starling material (If) with zinc In acetio aoid or tin(ll) chloride in hydrochloric acid, opttonaiy in the presence 

6 of a reacttwhinert organic advent or mixture of such solvents such as, for example, a lower allcanol, e£. 
methanol orathanol ; a hydrocarbon, e,g. methylbenzene or dknethylbenzene ; a ketone, e&. 2-propanone, 
1-butanone ; an ether, e.g. tetrahydroftiran, 1 ,*dimethoxyethane ( 1,4-dioxane, an eater, e.g. ethyl acetate; 
N.^methytfbnnajnlde, N^Nkfimethytaoetamide ; pyridine ; acetic add Higher temperatures may be used 
to enhance the reaction rate. 

10 The atkytetion reaction of (l-a) wHh the reagent R**-W may be conducted following anVknown N«*Iky- 
latlon procedures. The elkytation reaction Is conveniently conducted In an Inert organic solvent such as, for 
example, an aromatic hydrocarbon, e.g., benzene, methylbenzene and dimetftyfbenzena, a lower alkanot, 
e.g n methanol, ethand and 1-butanol a ketone, e,g M 2-propanone and 4-methyl*2-pentenone an ether, e.g 
1,4-<lloxane, i,i'-oxybisethane and tetrahydrofuran N.N^ImetJiylfbrmamide (DMF) ; N.N-dimethylaceta- 

is mide (DMA) ; nitrobenzene ; dimethyl sulfoxide (DMSO) and l-^ethyS^pyirotidinone.'^he addition of an 

1 appropriate base such as, for example, an alkali metal carbonate or hydrogen carbonate, sodium hydride 
or an organic base such as, for axampte N^N-dfethyiethanamlne or ^1nmthylfithyl}-2-propanamine may 
be utilized to pick up the acid which is liberated during the course of the reaction. In some circumstances 
the addition of an Iodide salt, preferably an alkali metal iodide, is appropriate. Somewhat elevated tempered 

20 tires may enhance the rate of the reaction, 

The compounds of formula (I) wherein R 1 Is cyano, said compounds being represented by the formula 



2B 




(X-e> 



30 

may alternatively be prepared by converting the hydroxy function of a triazlnedlone of formula 
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(IV) 



Into a nitrite function. 

The conversion of (IV) into (1-c) may be effected by art-known procedures. For example, by first con- 
verting the hydroxy function into a suitable leaving group and subsequently converting the said leaving 
46 group In the thus obtained Intermediate having the formula 



so 




66 

Into a nftrtie function. 

In (V) W has the meaning of an appropriate reactive leaving group such as, for example, halo, e«., chlono, 

bromo or lodo, or a sulfonyloxy group, e.g. msthylsulfonyloxy or 4-methylphenylsurfbnyloxy* 
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